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1 



miE#^ 10-307 8 200 
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) 
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mi^^^ mmm i 
mmm i 
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[^fSgtt^^#^] 9704935 
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mm 



-m^ (I) xit-m^ (II) 




SO2R' 



(I) 



(II) 



mfiE#¥ 10-3078200 



!^^L 9 — 354499 

■ t 



<m^mmB> 

ntcm.WLrj\y^jvm. i/^ur)v^)v:t^iym> /\u^^i&mrA^^-ym. r 

[»^«4] 

<fimsPA 1 > 

2 miaE#¥ 10-3078200 



9—354499 

■ • 



<mmmmA 1 > 
<mm&mB2> 

<mmmmAi> 

[»#^9] 

mAi>j^t:f<mmmmBs>^ijmm-^ti&miz^^)mm^tit=.r^jv^)\ym 
<mmmmA 1 > 
<mmmmB3> 

3 mW^^ 10-3078200 



j^5]2 9, — 354499 



m^m 1 1 ] 

i/i5^nT;i/^;i/S> TU-;i/S> <g«lSl¥A 2>S:tJ^<SSl«PB 4> 
SS¥A 2>;S:tJ^<esia?¥B 4 > j; y^fi^tisatcj: »jg^$n^r^;i/^;i/ 

<1B^»I¥A2> 

<mmmmB4> 
m^mi 2] 

3- ;>i^;v-2- (4 -1- (4 r ^^;i/:7x — 

4- ;>i^;i/-2- (4 -i- (4 -x;i/:7T^-f ;i/7ai:=- 
1- (4 -7;i/:rn ^x^;i/) -2- (4 -x;i/-7r^^;v:7 3i— ifn- 

1- (4 -7;i/;rn:7 3i:^;i/) -4-^f^;i/-2- (4 -:^;i/>' T^>r;v7 3: 

5- 7;i>:rn-i- i4: -y}]/yi-u-7 j^—jv) -2- (4 ;!/ 

trn-;K 

2- (4 h^i/:7x-;i/) - 4 1 - (4 ->^;i/:7T=E>f 

1- (4 h^S/7ai:^;i/) - 4 - 2 - (4 -::^;i/:7 7^-^;i/7 3: 

4 miE#¥ 1 0-3078200 



4t 5}2 9. — 354499 



4 2 - (4 -:3t h^S/:7ai— -1- (4 -x;i/:7r^^;i/7a: 

2- (4 -tJ^nn^ai— -4-:;i^;b-l- (4 -x;i/7T^-f ;V73: — 

4-^^;i/-2- (4 -^f^;i/^:t>'3i-;i/) -i - (4 -x;i/>'T^>r;i/7 

2- (4 -a: h^J/:7ain;i/) - 4 - 1 - (4 -x;v7 

trn-;K 

2- (4 h:^^>- 3 -4-^5^ (4 -;^.;i/:7 

2- {3-yjvyi-u-4-y^ h^iz-^^L—jv) -4-^^;i/-i- (4-:;^;^ 

4 2-y 1 - (4-:^;vyr'e^n/y3L—;v) 

2- (3, 4-t^:^^)vy3i—ji) -4-^^;i/-i- (4 -x;v:7T^>r;i/ 

2- (3 -^^00-4 h^$/7ai^;i/) -4-^5^;i/-i- (4-x;i/7 

4- >i5^;i/-i- (4 -2- (4 -x;i/^T^^;v'7 

5- ^DD-l- (4 h:3pt/:7ac— -2- (4 -X;b:7T^^;i/7ai 

1- (3. 4-t/:^^j\y-7 -4-:*^;i/-2- ( 4 - x;i/:7 T ;i/ 

:7ain;i/) ti° □ — 

5-i7UU- 1 - (4 -n: hdri/7ai^;i/) -2- (4 T^^f 

5_^0p_i_ (4 -;^) -2- (4 

en—;!/) trD-;i/, 

1- (4 - 4 - ;t 2 - (4 - ^.JVy t Jhz^ 

5 miiE#¥ 10-3078200 



S^s^ 9 — 354499 
2 - (3. 5-^^^)1-7:1^—^1) -4 1 - {4 - T )l 

1- {4.-:^)Vij-:fhyai-;v) -4-^5^;i/-2- (4 -x;i/7t^^;i/'7 
1- (4 -T-fe5^;i/^:r:7 3i— -4-^5^;i/-2- (4 -7.jvy r=^4 )]/ 
1- (4 -T-ir^;i/T^ y x;v/J^— 2- (4-^ 

1- (4 -T-fe5^;bT^ y ;i/:7a:^;i/) -4-^^;i/-2- (3, 4 

m^m 1 3 ] 

2- (4 -^0 0-701 -4-:^^;V- 1- i4 - y.J\/y 7 "^-^ JVy 3l — 

2- (4 -a: h^iy:7ai:^;i/) - 4 1 - (4 -::^;u:7 t^e-y ;i/:7ai 

2- (3, 4 -i:P:^^jvy -4-^^;i/-i- (4 -:;^;i/-7 T^>f ;i/ 

4-^5^;i/-i- (4 -^^;i/^;r7ac:^;i/) -2 - (4 -x;i/7T^-f ;^:7 

1- (4 -T-ir^;i/T^ y x;L'3Jn::i;i/:7 -4 -^^;ix-2- (3, 4 
-i;?;>t5^;i/:7a:n;i/) tfn-;i/o 
[It^^S 14] 

6 aiK#5p 1 0 - 3 0 7 8 2 0 0 



i^3p. 9 — 354499 



[0 0 0 1] 
[0 0 0 2] 

^t-kmt. -y^U7t^iy¥i-~^-2 (COX- 2) S#^65|5EW?1§14, i^jg-ffi-t?- 
>f h;f7>r> (#ICI L - i;RLtKTNFa) M^ffllM^M, n-r=ihUx> (#IC 

LTB4 ) jg^«!tif^m> 'i'i!KiK«i0jf^M> mmi^m. mik'm^mjkx^mm^m 
; COX- i^tt)^cox-2i©«M) (Dmmiii<mm(D^^mmtit. ^mmiz 

B&M L T e^^^lg^ A o T V ^ S % ® =fe s o 
l^ti^Ltjtt)^^. |^&5f5(Z)N S A I D Sli, COX- i:SLt)JCOX- 2lC>y-LT# 

[0 0 0 3] 

"tVX. cox- 2^#^6<HS«^fl^^C■^V^T^i, MF -tricyclic ( 

71 R 

Oshima, M. , et al.. Suppression of Intestinal Polyposis in APCA Knoc 
kout Mice by Inhibition of Cyc 1 ooxygenase 2 (COX-2) . Cell, 87, 803-809 ( 
1996) ) J^XJ^iE Uzi^y;/ (Reddy, R. S., et al., Evaluation of Cyclooxyge 

7 aifiE#^ 1 0 - 3 0 7 8 2 0 0 



f 



g. — 354499 



nase-2 Inhibitor for Potential Chemopreventive Properties in Colon Carci 
nogenesis, Cancer Res., 56, 4566-4569 (1996)) M^i^B^V--:f&<D^ 
m^nUir^^ZLt. MtJfJc. SC - b 8 1 2 bii^;^:^mo)iihi^Bnmz.Mh. 
i^M^U^^^^'t Z: t (Sheng, H. , et al.. Inhibition of Human Colon Can 
cer cell Growth by Selective Inhibition of Cyclooxygenase-2, J. Clin. In 
vest., 99, 2254-2259 (1997) ) ;5)^^e>tlT V^^, 
[0 0 0 4] 

[0 0 0 5] 

mmit. iy^uyt^iy¥i—li-2m^m (n h:^©3®t5^H C A- 7 ) ©^T'fe 
oT. ty^u^^-y^i—^-Z^^^^mm (n h:^JIi^S«^HCT- 1 1 6) Xit 

:*:l»i®«tc*f-r'5it5i«iM^^*^ISi?)e>tifc:^i©^tt (HCA-7) ^y- 

fcfhn (in vitro) ^zx^m^:fy^^J^^mmmm^^mti<m^^mr^')> mmm 

0M:^5:5t$^V^:^M3lS« (HCA-1 1 6) it. >r> • \fhn (in vitro) 

[0 0 0 6] 
[0 0 0 7] 

[0 0 0 8] 

8 aiiE#¥ 10-3078200 



i^ip 9 — 3544 99 



Ig^tCfeVNTti, J:^JIII^(^)t&3^g^Ci£V^i:#;te>tlTV^S (X. Fu, et al.. Ant 
icancer Res., 12 (1992) ) , mm^U^<Dm^=i'rJV^^^mVX^^^^X 

[0 0 0 9] 

•euT. :^m<D^t^mt. >r>-ifhD (in vitro) Kxmmmmf^^^^-^ 

[0 0 10] 

f(l M 5: B V \ ffi b r i: T' ^ -5 o 

[0011] 
[^SS:^^i-Sfe«?)®#m] 

(I) Xli-jlg^ (II) 
[0 0 12] 

Ut2] 




SO2RI 



(I) 



(II) 



[0013] 



ffiliE#¥ 10-3078200 



/^ip g — 354499 



r"^ it. 7KiiMd^> <gmT;^^;i/S, <e^si¥A>i:ys#^§nssicj:y 

(1) Rtt, yi^mm^. yymm^. ^mm^xit:^^;imx:&^)> ^ic^miz 

it, y!<.mm^X':^*), 

(2) r1 It, r^jmxitriE^)vr^jmx:^ij, ^izmmizit 

(3) r2 ^VNtt, <gil«^Al>:5:t>Xtt^»S¥B 1>J: 
. ^v^i±. <ttSISS¥Al>i5:t>*<gm«^B2>J:»J^#^$tiS»lCj;yeSI 

7K^M^> >'^^>^f>M^> iSmr;i/^;i/S, Xli>'Nn>!f >M^^lcj; 

(5) r^ li. tk^m^, ^mr)v^jvm. <mmmmA>^i)mn-^n^mz 

1 0 ffill4^¥ 10-3078200 



9 — 354499 



T;i/=3p;uS, ru-;i/S> <MilSI¥A 2>:5:0<S^S^B 4 >i: 

3 - :>t5^;i/- 2 - (4 -;>i^;^:7 3in;i/) -1- (4 t^^;1/:7x^ 

4- ;)t^;i/-2- (4 ->C5^;b:7 jc^;i/) -1- (4 -x;i/-7T^^;i/7xn 
1- (4 ^'cn— -2 - (4 -x;v>'T=E>r;i/73in;i/) ifn- 

1- (4 -7;i/>rn :7ai:^;i/) -4-^f^;u-2- (4 r^-f ;i/:7 x 

5- 7;y;tn-i- (4 -:7;i/5rn 7 - 2- (4 -^^;i/x;i/;Jn— ;i/ 

2- (4 -4-;*^;i/-i- (4 T^-f ;^"7x 

1- (4 hdpi/7a:n;P) -4-:*^;b-2- (4 r =E>r;i':7x 
4-x^;i/-2- (4 h:3ri/-7ain;i/) -1- (4 T^-f ;^:7 3i 

2- (4 -^^ n n 7ai::i;i/) - 4 1 - (4 -::^;br7T^W';v7xx 
4 2 - (4 -;>t5^;i/^::r:7 3ix;v) -1- (4 -:^;i/7 7^-f 

1 1 ffill#¥ 10-3078200 



9—354499 



2- (4 h^^rt/- 3 -;i^;U7ai^;i/) -4-;i^;i/-l- (4 -x;i/:7 

2- (3 -:7;i/;tn-4 h^^>7x^;i/) -4-:;l^;b-l- i4-7.;v 

4 2 -7ai^;v- 1 - (4 -;^;i/:7T^^;^>':iin;i/) trD-;K 
2- (3, 4 -i>';i^;i/:7acn;i/) -4-^^;i/-i- {4 -y.jvy7=^4 JV 
:7 3i— trn-;K 
2- (3 -^7nn-4 h^ri/7x— -4-^^;i/-i- (4-;?.;i/>' 

4 1 - (4 -;>l^;i/^;r ^'ai— - 2- (4 -::^;L'7T^'f 

5_^pp_i_ (4 h:^rS/7 3i— - 2- ( 4 - x;i/:7 r ;i/ >' 
1- (3, 4 - 4 - 2 - (4 -x;i/-7 t^-Y;i/ 

5-^Dn-i- (4 -in h^>>7ai^;b) -2- (4 -;i.;i/>'T^-i';v:7:ii 
(4 ->i5^;i/5^:f7a:n;i/) -2- (4 T=e--f ;i/:7 

1- iA-:r.^)]/^yi-y -4-:^^;v- 2- (4 -;^;i/:7 t^-T ;i/:7 

2- (3, 5 -i;?>i^;i/:7x^;i/) -4-^^;i/-i- (4 -x;V7t^-<;^ 
1- (4 -^;i/?!7^ h ^'i-;!/) -4-^^;i/-2- (4 -x;b:7T^>r ;^"7 
1- (4 -T-fe5^;b^:r:7ai^;i/) -4-:^^;v-2- (4 -:^;i/:7t^^;i/ 

1 2 ffilE#¥ 10-3078200 



4^512 9 — 354499 



7 tfn-;i/, 

1- (4 -T-fe5^;i/T$ y X;ix7iN:^;i/:7x— -4-^^;i/-2- (4-;t 

1- (4 -T-fe^;i/T^ y x;i/>Jn— ;i/:7ccn;i/) -4 2 - (3, 4 

[0014] 

2- (4 □ D :7 3i— -4-;i^;i/-i- (4 -x;i'7T^^;v7 3i 

2- (4 -ai h^i/7ai::i;i/) - 4 - jjl^;!/- 1 - (4 -x;i/:7 T^^;^:7 x 
2- (3, 4 -P:^^):/^^ x.~jv) -4-;pi^;v-i- (4 -;^;i/:7 r^^^v 
4-:>i^;i/-i- (4 -;*5^;i/^:r:7 3ii^;v) - 2 - (4 -:;^;v:7T^^;i/7 
1- (4 -r-fe5^;i/r ^ y -4 -iji^;!/- 2 - (3, 4 

[0 0 15] 

<ff«l»l¥A> 

[0 0 16] 

<ummmA 1 > 
<mmmmA 2 > 
<mmmmB> 

1 3 10—3078200 



f 



ij^^L 9 — 35449 9 



tl;fc<gMr;^^;l/«^ ty^urA^^)iy7t^i/m. ^\u^j^m.r)i:n^i/m. r 
tjf <smr ;i/ ^ > :r =3p ^>a„ 

[0 0 17] 

<mmmmB i> 

[0 0 18] 

<mmmmB2> 

[0019] 

<nmmmB3> 

i&mr)\y^)]^m. <mmmmA>^ ^jmm-^n^mz^ »jggi^tife<BMT;i/ 

[0 0 2 0] 
[0 0 2 1] 

[0 0 2 2] 

±m-m^ (I) (I I) ic^vNT> 

1 4 ffiSE^^ 10-3078200 



9-354499 



R> , <mmmmA>. <mm&UAi>j^x:^<mmmmA2><D^miz 

[0 0 2 3] 

R. r1 , R^ , r'* , <g^s^B>, <ummmB i>, <mMmmB2. 
; R^ , R^ . <n.mmnB>. <m.mmmB i>^-a<m.^mmB zxD^m 

J ^i*, ^ntf;!/, ^ v::/'Di:f;i/, -Z^;!/, -ry>^5^ 

s->^^;k t->*'5^;K ^05^;^, ^v^^^;!/. 2 
5r'^>5^;K 1 -3:^;v:/n tf;K ^:Sri/;w >ry^=Sr^;v, 4-:?i^;i/^>^ 
>a/, 3 -:?i^;i/^:y^;K 2 i- :^^)\/^yf-)\y. a, 3- 
e>';>^5^;i/^^;K 2, 2 -e>^^^;i/>^^;K i, i i, 2- 
V:^^}vzr'f-)\^. 1, 3-$;>i^;i/:/^;k 2, 3 - 2-ni^ 

<tt, ^mfS:i:^ii4M©tt^xi±:$>*^ar;i/=ap;i/«T'feU, Mic^^L<tt^ 

[0 0 2 4] 

J ; MtJflC<gmSS¥BX <gilSS^B l>S:tJ^<gSI»l¥B 2>(Z)^»ICJ3 
it -5 ^r)\yfl J ^ )\^^yirmi CD rr;i/:jt7y iili, Mxii, 3jN;i/^;K r 

Aa>f;K ^drif^'^;!/, ^:/^fy>f;i/, ;r^^y'i';K fij J ^ 

1 5 miiE#¥ 10-3078200 



9—354499 



[0 0 2 5] 

;i/(3DJ:e>^J^^iS[3 73rM8M<D>>^nT;i/^;VSS:^l/, ^ L < tt. mmm,3 
[0 0 2 6] 

B>i; U^#i$tiS«fCi; UMil^tDtTU <D V - JV^i Hit. "7 
[0 0 2 7] 

it. /<>s;;k :7 3i:^^^;i/, 3 - ^ai— ;i/:/n i:f;K 4 -:7ai::i;i/:/>;v, i- 
:^:7^;^:>l^;K 2 --^7^;i/>t^;K $^^:7 ai— h U :7 3i::i 
, 1 -:h-7^;i/$;^':7 3i^;i/:j^5^;K 9 -T>x U >n/:;t^;i/<Di; i 73rM3 



ffiliE#¥ 10-3078200 



i^jp 9 — 354499 

[0 0 2 8] 

>^h^2^, >fy:/b^S/, s-zTh^iy. t--fh^iy. ^z/^)V:^^ty 

-:^^;v^y^?Vyi'^i/. 2 - :f^^?VKy^;v:t^i/. 1 - ^ 
3, 3 - h^i/. 2, 2 ->:^';<5^>n/>^h^S/, i, 

>^>dfi/, 1, 2-t^'^^;]/-fh^iy. 1, 3-i/";i^;i/>^h=3ri/, 2, 3-V 
:^^)i'^h^ty. 2-:Ji^;v:r\.^i/(o^t>^£mmWLl7!;^6m(Dm.mx\t^U 

[0 0 2 9] 

Ttt, m:^lt. ^^;L'^^, jL^jv^yt. ynbf;i/^:4-, -^^ v:;''ntf;i/^:r, 

4 v^y^jv^^, 2-^^;v:r^jv^yt. ^;r^>5^;p^:r> i-x-^jvz^n 
^^t/j\y^yi: ^ \/^^ty)V^yt. 4 3-^ 
2 -:>i^;L'^>5^;i/^:^, 1 -^5^;i/^>^;i/^:r, 3, 3 
-t:^^^}\^'f^)V^yt. 2, 2 1, 1 -i^ 

1, 2-V:^^JVy^^)]y^yt. 1, 3 - 1;^ :f.^J]y^^)V^:t. 2, 3 - 

[0 0 3 0] 

<a^«ii¥B>(Z)^^ic^3i-js mmrjv^ji'7.)vz7^—jvmi int. m^ r 

1 7 ailE#^ 10-3078200 



9-354499 



^ v:/D i^;i/x;i/>''r — ;k zf'^/VT.jiyy >( ^ y ■;^^;i'X;i/7>r — s 

x;i/-7-f — ;k 4 ->^^;i/^>^;i/;^;i/:7>f^;K 3 -:ji^;i/^>^;i/x;v:7-i' 
n;K 2 -^5^;i/^>5^;i/x;b:7w — 1 - :^^)VKy^}vy.)vy ^ —jv. 3 
, 3 -S/;>i5^;i'>^^;i/;^;i/:7^ :^;k 2, 2 ->:;?^^;i/:/^;i/x;i/"7>r n;K 1 
. 1 -i;^^;;i^;i/'/5^;i/x;i/:7^' — 1, 2 -e;>';ji^;i/y^5^;i/x;i/7>r — 1 
. 3 -i;^^;v-/^;i/;^;i/7'r 2. s -i;^:^'9-j\y:f^)vy^jvy ^ —iv. 2 

jv^;vy±-;vm^mvfs:iiiit}^X^. 0tL<it. mmmi7!;m4.(DW.m.Xlt 
^^mrJV^)v:^)vy±—)vm'V:^^. 

[0 0 3 1] 

ij7nr;i/^;p:^^s>»j tusa ^i/^ urjv^jvmi i>^mmiz'i^^Lr=im^ 

[0 0 3 2] 

ytU:^h^iy. t^y )\yytu h^i/. hi) :7;i/;r □ ^ h ^^>. 2-yj]/:tux.h 

1 8 laU^^ 10-3078200 



(1^5^ 9 — 354499 



, 2, 2, 2 - hVyjvytu:iLh^iy. 2, 2, 2 - h U ^nnxh:3pi/, 3- 
<«^ ^^|S[lBM4Mc^/ND>^?'y^T;i/3=^r^>«T'fe»J, 3glC^?*L<{i, 

^S/, 2-i7nu:iih^iy. 2-:/n^xh^S/, 3 -:7;i/:rn:/n;}<^i/. 4 
#ic^f^b<li, yj\y7tu:f^h^^>. pyjV7tu:f^h^iy. hVyjV:tu 
[0 0 3 3] 



[0 0 3 4] 

:tD;*^;i/. h U :7;i/>rn;)l5^;p, 2 -:7;i/::tnni5^;i/, 2, 2-V_y )\/:tu:r. 

2, 2, 2 - m; 7;i/:tnai^;i/, 2, 2, 2 - h u ^ n nx^;^, 3- 
7;i/;rn-/n bf;K a -y )\y^uzf^Ay. ^Dn^^;K hU^DD:jt^;K 2 
-^naxf^;K 3 d n:;^n tf;K -/n^E^^;!/, 2-:fn^x5^;K 3- 
F;*5^;k 2 -a- Fx^;b, ;r n n $;?37;i/;rD:^-5^;b. :/n^$;^':7;i/::rn 

;b:^r;i/T'fe*J, ^ic^f*L<ii. 7;i/:tn>i^;K i;>^'7;v:tn h';:7;i/ 
:rnpi5^;i/, 2 - >';i/:tDx^;i/, 3 -:7;i/:;rn 4 -7;i/;rny^;i/ 




1 9 



miiEi^¥ 10-3078200 



9—354499 



[0 0 3 5] 

3, 4 -$/'^ h^t/^>^:;?;i/:r^^;^7;i/jK-;i/. 2 h n/Os^Vi/:r^s> 

:557;i/3K-;i/;r^2/;<5^;i/« ; S:t>* ( 5 - "7 2 -:^^y - 1 , 3-S^':t^ 
y i/>-4 ->r;i/) ;>^^;k C5- (4 -^^;i/y -2-;r:3py-i, 
3 -s;;r^y i^>-4 ->r;i/] [5- (4 h^>>y -2- 

:t=3ry-i, 3 -s;>'>e-^y i/'>-4 ->r;i/] [5- (4 -yjv^tuy 

—ji") -2->r^y-i, 3 -s;?5l-dpy iy>-4 ->f C5- (4- 

2 0 £BIE#^ 10-3078200 



i^5p 9 — 354499 



^uuyju-A/) -2-:t^y-i, 3 -i/';r^y i^>-4 ->r;i/] ^^;i/> ( 

2- :t^v-i, 3 -^:;^';r=3py i/>-4 ->r;i/) (5-^^;i/-2-:r 

^y-l, 3 -s;:t^y V>-4 ->r;i/) ^5^;K (5-a:^;i/- 2-:r^y- 
1, 3 -i;:r=3E^y 4 --f ;15";k (5 -:/ntf;p- 2 -;r^y- 1 , 

3 - i;:t^y i/'>-4 (5->ry^ntr;i/-2-:r^y- i, 
3 -t;>'>r=3py i/>-4 (5 - 2 -:^^y- i , 3->:^" 

zi^i/itjj\yM:^JVyt^ty^^)Vmi Xlt r (2-:t:¥y-l, S-t^:t^\flyy 

^u;v, -fy^5^u;i/. /n'i^u;i/, ^fy/ii/U;!/, fcfAD-r;i/, ^ 

#-;i/::}-i?^iy^^;K ( 5 2 -:r^y- 1 , 3 -s;?:t^y l^>-4 - 

>r;i/) (5 -73ix;b- 2 ->r^y- 1 , 3 --:;;4-dry i^>-4 

Jl) ^^;i/T'^U, #{C^f*L<«, T-fe^;i'T'fe-5o 
[0 0 3 6] 

^f^bv^, ®*#:Mi:bTtt, r^y. ri2^;i'T^y 

X h:^e/;!7;i/3i^-;i/^^i/^5^;i/T^ (5 2 -:rdry- 1 
, 3 -e;?;t^y i^>-4 --f;i/) ^^;i/T^ yj&tJ^ ( 5 -7aix;i/- 2 -ir^py 

-1, 3-Vyt-^VU>-A--<J\y) ;t5^;i/T^ >^ $:#lf-5>Zli:*^-e^. JSlC^f 

2 1 ffiiE#¥ 10-3078200 



9-354499 



[0 0 3 7] 

, A-^nny 3L—)V. 4 -:/n^:7ai^;i/. p-hU;K 4 -3i^;i/:7ai^;i/ 
. 4 h:2lr->:7ai-;i/, 4 -m h :3re/:7ain;K A: - :^^)\^^:f7 4 
-a-^;i/5^>r"7x— ;k 4 -:jI^;i/x;1/:7^ n;i/-7a::^;i/, 4 -a:5^;v;^;i/:7 >f 
:^;i/-7ai— ;k 3, 4 -i>':7;i/5t-n:7x:^;K 2, 4 - i/:7;i/n :7 jc::i;k 3, 
4-e;^nn-7x^;i/. 2, 4 n n ^x— 3, 4 - i;^^;i/7ac:^;i/ 
, 3, 4 -s^'^i h^s>7xn;i/, 3-^un-A-yjv:tuyaL—jv. 3-^ a 
n-4 h:^^>^3i;i;K 3 -7;i/::rn-4 >'ai:::i;K 3-:3l^;i/ 
-4 hdip>>7ain;i/, 3, 4 - h^iyy 4 - h 

^i/-3, 5-i^:^^)Vy 3L—JV(D^o^. ^;i/*-;^h> -C4 T;i/* 7 

>r;v5^:r, /\n>!f>, -C4 tjv^jv. -c^ T;i/n^s>', -c^ 

t/^7;i/>rn^ hdrt/^b< « h y ^'^i/^rn^ h^$/fi^7xn;i/ ; 3, 4- 
^>S;>':r^S/':7x^;K 3, 4 -:ii^V'yi^^^i/y 3i=^)V<D^otjt^ 

[0 0 3 8] 

i'DD^^;!/, :/n^7i5^;v, a-F;i^;K >:;?-7;i/:tn^^;i/, bu^ 
;i/:tn;'t5^;i/, 2 - :7;i/::r na:^;K 3 -y }vytu-:fu\^?v. 4-y)v:tuy^^ 

2 2 fltilE#¥ 10-3078200 



^^ 9—354499 



'^^^(JD.fc-^^AD^^f ; 7;i/:rn pyjv:^ 

[0 0 3 9] 

:/ntf;i/. -ry'/5^;K s--/^;k t-:/^;K ^y^Ji. 

(D^o^C-^^ -Cg r;i/=3p;i/S ; fiiISi: L/T> tiFn^i/, y^m. M 

, iy^uzf^ji/. ^i^n^>^;K ^^n^^^-;!/, i/iJ7n^:;''^;p®<j;e)^c 

;i/(Dj:e>^Ce -c^oru-;i/S; r u -;l/SP:^^cTsa<Dfi^iS$:^UTv^Tt) 
j:v^^>$;>VK •7ai:t^^;i/, 3 --73:— i:f;i/> 4 -:7 3i:^;i/:f^;i/, 1- 
'ry^jv:^'^;v. 2--:h^5^;i/^^;i/©J;e>J&Cg -C^QTy->n/C^ -C4 T 

tf;i/, >fyyDtf;i/, -f^jv. -ry^^;K s->^^;k t - >^^;i/®j:e)^c 
J -C4 r;i/^;i/ ; 7;i/>rn;i^;i/, $/:7;i/>rn;pi5^;K M> :7;i/:tn^5^;i/, 

2-^rnnx^;i/, 2 --/n^oi^;!/, 2-a-Kx5^;K 3 - :7;i/:^-n y 

. xh^pi/, yn;i<^S^. -r y:;^n7j<=¥->, >fy:/h^i/, s-^h 

^i/, t ctdJ^Cj -C4 T;i/3^i/« ; i/^n:/nbr;i/;r^i/. 

*^T'^, ni^nt.V<\t. 7K^M^;;i^;w x^;k -ry^nif^K ■/^;k 
-f y :/^;i'(3DJ:e)^c^ -C4 t;i/^;v* ; >';i/:tn>^^;i/, i;>^-7;i/:tn^5^;i/ 

2 3 ffilE#¥ 10-3078200 



i^jql 9,— 3 5 4 4 9 9 



-:7;i/>fnx^;i/, 2, 2, 2 - h u 7;i/:tnx^;i/(^i; e> , t;?^L/<« 
h U7\n>f y ^1 "^4 ; t: kd=^s/^^;i/S ; ^ h^^>^5^;i', 

; :7 3i:^;i/S ; 4 -:7;i/:tD:7ain;K 2, 4 - i;-7;i/:^n :7 ai~;p® J: 
y:iL—;v(D^t>i3^=ej^h<itt/:f^h^i/y3u~;vm; p-M);k o-hU;i/ 

(D^oiSih ; 3 - n 4 - ^ h^t/yaL~J\y(DJ^t>^£ 

cfce)'^ h U :7;i/:rn^5^;i/:7 3i::^;i/^ ; /OS^VI/S ; 4 

. 3 -s/^n^>^;i/;r^^>-4 - ^ h^iy^ypjv(DJ:orjtmW:^yi^')iy& ; 

[0 0 4 0] 

r^©^S±fF^3tiSi^j 2|s:|§^<Z)^b^i^ ( i ) ( I I ) li, 
UiJ>(yi^. V:^^ J ~')\^r^y^. N-/<>i^Vl/- >'x:^5^;I/T^ tf^ 

^yi^(D^or£mm^^(Dr^yi^ ; 

^fc^^cD'fb-^i^ (I) M (II) :^^cfilci^cgLT^< ZI^ICJ; y 

2 4 ailE#¥ 10-3078200 



# 5p 9 — 354499 



[0 04 1] 
[0 0 4 2] 

:^^m<Dit^m (I) Jkn (II) It. ^^mzyf^mm^^-t^m^i)^:^^). 

[0 0 4 3] 

*i6^<5D'ffc-^^ (I) :&tK (II) (Z):R#:Mi: LTii, m^it. Tss^ 1 (-m 

^ (I) T'^$tl-5'fl:-^i^) AXJ^mz i-m^ (II) T'^^tl-S^b-^^) lC:ut-r 
<fc ^ ^fb-^^ 5:#tf <g> ZL^-fy^X^^^o 
[0 0 4 4] 

lit 3] 




SO2RI 



(•) (II) 

[0 0 4 5] 

[^1] 

mi 



jt^m R R^ R^ R"^ 



1-1 H Me Ph H H 

2 5 miE#¥ 1 0-3078200 



9—354499 



1-2 


H 


Me 


Ph 


1-3 


H 


Me 


4-F-Ph 


1-4 


H 


Me 


4-F-Ph 


1-5 


H 


Me 


4-F-Ph 


1-6 


H 


Me 


4-F-Ph 


1-7 


H 


Me 


4-F-Ph 


1-8 


H 


Me 


4-F-Ph 


1-9 


H 


Me 


4-F-Ph 


1-10 


H 


Me 


4-F-Ph 


1-11 


H 


Me 


4-F-Ph 


1-12 


H 


Me 


4-F-Ph 


1-13 


H 


Me 


4-F-Ph 


1-14 


H 


Me 


4-F-Ph 


1-15 


H 


Me 


4-F-Ph 


1-16 


H 


Me 


4-F-Ph 


1-17 


H 


Me 


4-F-Ph 


1-18 


H 


Me 


4-F-Ph 


1-19 


H 


Me 


4-F-Ph 


1-20 


H 


Me 


4-F-Ph 


1-21 


H 


Me 


4-F-Ph 


1-22 


H 


Me 


4-F-Ph 


1-23 


H 


Me 


4-F-Ph 


1-24 


H 


Me 


4-F-Ph 


1-25 


H 


Me 


4-F-Ph 


1-26 


H 


Me 


4-F-Ph 


1-27 


H 


Me 


4-F-Ph 


1-28 


H 


Me 


4-F-Ph 


1-29 


H 


Me 


4-F-Ph 


1-30 


H 


Me 


4-F-Ph 



2 6 



H 


Me 


H 


H 


F 


H 


CI 


H 


Br 


H 


I 


H 


Me 


H 


Et 


H 


Pr 


H 


Bu 


H 


CHgF 


H 


CHFg 


H 


CF3 


H 


H 


Me 


F 


Me 


CI 


Me 


Br 


Me 


I 


Me 


Me 


Me 


Et 


Me 


Pr 


Me 


H 


Et 


H 


Pr 


H 


Bu 


H 


cPr 


H 


Ph 


H 


CHgPh 


H 


CHFg 


Me 


CHF2 



mil#¥ 10-3078200 



9 — 354499 



1-31 


H 


Me 


4-F-Ph 


H 


CFo 


1-32 


H 


Me 


4-F-Ph 


Me 


CF« 


1-33 


H 


Me 


4-MeO-Ph 


H 


H 


1-34 


H 


Me 


4-MeO-Ph 


H 


Me 


1-35 


H 


Me 


4-Cl-Ph 


H 


H 


1-36 


H 


Me 


4-Cl-Ph 


H 


Me 


1-37 


H 


Me 


4-Me-Ph 


H 


H 


1-38 


H 


Me 


4-Me-Ph 


H 


Me 


1-39 


H 


Me 


3-Cl-4-F-Ph 


H 


H 


1-40 


H 


Me 


3-Cl-4-F-Ph 


H 


Me 


1-41 


H 


Me 




H 


H 


1-42 


H 


Me 




H 


Me 


1-43 


H 


Me 


3-Cl-4-MeO-Ph 


H 


H 


1-44 


H 


Me 


3-Cl-4-MeO-Ph 


H 


Me 


1-45 


H 


Me 


4-CF^-Ph 


H 


H 


1-46 


H 


Me 


4-CFoO-Ph 


H 


H 


1-47 


H 


Me 


3-F-4-MeO-Ph 


H 


H 


1-48 


H 


Me 


3-F-4-MeO-Ph 


H 


Me 


1-49 


H 


Me 


3-Me-4-MeO-Ph 


H 


H 


1-50 


H 


Me 


3-Me-4-MeO-Ph 


H 


Me 


1-51 


H 


Me 


3,4-diF-Ph 


H 


H 


1-52 


H 


Me 


3,4-diF-Ph 


H 


Me 


1-53 


H 


Me 


2,4-diF-Ph 


H 


H 


1-54 


H 


Me 


2,4-diF-Ph 


H 


Me 


1 UiJ 


n 
n 


Me 
lie 




11 


H 


1-56 


H 


Me 


3,4-diMe-Ph 


H 


Me 


1-57 


H 


Me 


3,4-diCl-Ph 


H 


H 


1-58 


H 


Me 


3,4-diCl-Ph 


H 


Me 


1-59 


H 


Me 


3,4-di(MeO)-Ph 


H 


H 



2 7 miE#^ 10-3078200 



9 — 354499 



1-60 


H 


Me 


3,4-di(MeO)-Ph 


H 


Me 


1-61 


H 


Me 


4-F-Ph 


H 


CHgOH 


1-62 


H 


Me 


4-F-Ph 


Me 


CHgOH 


1-63 


H 


Me 


4-F-Ph 


H 


CHgOMe 


1-64 


H 


Me 


4-MeO-Ph 


H 


CHgOH 


1-65 


H 


Me 


4-MeO-Ph 


H 


CHgOMe 


1-66 


H 


Me 


4-Cl-Ph. 


H 


CHgOH 


1-67 


H 


Me 


4-Cl-Ph 


H 


CHgOMe 


1-68 


H 


Me 


4-Me-Ph 


H 


CHgOH 


1-69 


H 


Me 


4-Me-Ph 


H 


CHgOMe 


1-70 


H 


NH, 

LA 


Ph 


H 


H 


1-71 


H 


Li 


Ph 


H 


Me 


1-72 


H 


NH, 

Li 


Ph 


Me 


H 


1-73 


H 


NH, 

Li 


4-F-Ph 


H 


H 


1-74 


H 




4-F-Ph 


H 


Me 


1-75 


H 




4-F-Ph 


CI 


Me 


1-76 


H 


NH, 


4-F-Ph 


Me 


H 


1-77 


H 


La 


4-F-Ph 


H 


Et 


1-78 


H 




4-F-Ph 


H 


Pr 


1-79 


H 




4-F-Ph 


H 


Bu 


1-80 


H 


NHg 


4-F-Ph 


H 


cPr 


1-81 


H 




4-F-Ph 


H 


Ph 


1-82 


H 




4-F-Ph 


H 


CHgPh 


1-83 


H 


La 


4-F-Ph 


H 


CHFg 


1-84 


H 


NH, 

Lt 


4-F-Ph 


H 


CF3 


1-85 


H 




4-MeO-Ph 


H 


H 


1-86 


H 




4-MeO-Ph 


H 


Me 


1-87 


H 




4-MeO-Ph 


H 


Bu 


1-88 


H 




4-MeO-Ph 


Me 


H 



2 8 ailE#¥ 10-3078200 



f^s^ 9 — 354499 



1-89 


H 




4-EtO-Ph 


H 


H 


1-90 


H 




4-EtO-Ph 


H 


Me 


1-91 


H 


NH9 


4-EtO-Ph 


Me 


H 


1-92 


H 


NHo 


4-PrO-Ph 


H 


Me 


1-93 


H 


Li 


4-MeS-Ph 


H 


H 


1-94 


H 




4-MeS-Ph 


H 


Me 


1-95 


H 


La 


4-MeS-Ph 


Me 


H 


1-96 


H 


La 


4-Cl-Ph 


H 


H 


1-97 


H 




4-Cl-Ph 


H 


Me 


1-98 


H 




4-Cl-Ph 


Me 


H 


1-99 


H 


Li 


4-Me-Ph 


H 


H 


1-100 


H 


NHo 

Li 


4-Me-Ph 


H 


Me 


1-101 


H 


NHo 

£i 


4-Me-Ph 


Me 


H 


1-102 


H 


NHo 

Li 


3-Cl-4-F-Ph 


H 


H 


1-103 


H 


NHo 

Li 


3-Cl-4-F-Ph 


H 


Me 


1-104 


-H 


NHo 

£i 


3-Cl-4-F-Ph 


Me 


H 


1-105 


H 


NHo 

Li 


za-%wj m-ph 


H 


H 


1-106 


H 


NHo 

Li 


3,4->lfP>J/*m-Ph 


H 


Me 


1-107 


H 


NHo 

Li 


3-Cl-4-MeO-Ph 


H 


H 


1-108 


H 


NHo 

Li 


3-Cl-4-MeO-Ph 


H 


Me 


1-109 


H 


NHo 

£i 


3-Cl-4-MeO-Ph 


Me 


H 


1-110 


H 


NHo 

Li 


4-CFo-Ph 


H 


H 


1-111 


H 


NHo 

Li 


4-CFoO-Ph 


H 


H 


1-112 


H 


NHo 

Li 


3-F-4-MeO-Ph 


H 


H 


1-113 


H 


NHo 

Li 


3-F-4-MeO-Ph 


H 


Me 


1-114 


H 


NHg 


3-F-4-MeO-Ph 


Me 


H 


1-115 


H 


NH2 


3-Me-4-MeO-Ph 


H 


H 


1-116 


H 


NH2 


3-Me-4-MeO-Ph 


H 


Me 


1-117 


H 


NHg 


3-Me-4-MeO-Ph 


Me 


H 



2 9 10-3078200 



9 — 354499 



1-118 


H 




3,4-diF-Ph 


H 


H 


1-119 


H 




3,4-diF-Ph 


H 


Me 


1-120 


H 


NHo 

Li 


3,4-diF-Ph 


Me 


H 


1-121 


H 




2,4-diF-Ph 


H 


H 


1-122 


H 




2,4-diF-Ph 


H 


Me 


1-123 


H 




2,4-diF-Ph 


Me 


H 


1-124 


H 


NHo 

Li 


3,4-diMe-Ph 


H 


H 


1-125 


H 


La 


3,4-diMe-Ph 


H 


Me 


1-126 


H 




3,4-diMe-Ph 


Me 


H 


1-127 


H 


NHo 


2,4-diCl-Ph 


H 


H 


1-128 


H 


NHo 

Li 


2,4-diCl-Ph 


H 


Me 


1-129 


H 


NHo 


2,4-diCl-Ph 


Me 


H 


1-130 


H 


NHo 

Li 


3,4-diCl-Ph 


H 


H 


1-131 


H 


NHo 

Li 


3,4-diCi-Ph 


H 


Me 


1-132 


H 


NHo 

Li 


3,4-diCl-Ph 


Me 


H 


1-133 


H 


NHo 

Li 


3,4-di(MeO)-Ph 


H 


H 


1-134 


H 


NHo 

Li 


3,4-di(MeO)-Ph 


H 


Me 


1-135 


H 


NHo 

Li 


4-F-Ph 


H 


CHgOH 


1-136 


H 


NHo 

Li 


4-F-Ph 


H 


CHgOMe 


1-137 


H 


NHo 

Ci 


4-MeO-Ph 


H 


CHgOH 


1-138 


H 


NHo 

Li 


4-MeO-Ph 


H 


CHgOMe 


1-139 


H 


NHo 


4-Cl-Ph 


H 


CHgOH 


1-140 


H 


NHo 

Li 


4-Cl-Ph 


H 


CHgOMe 


1-141 


H 


NHo 

Li 


4-lle-Ph 


H 


CHoOH 

Li 


1-142 


H 


NHo 

Li 


4-Me-Ph 


H 


CHoOMe 

Li 


1-143 


H 


NH2 


4-Et-Ph 


H 


H 


1-144 


H 


NHg 


4-Et-Ph 


H 


Me 


1-145 


H 


NH2 


4-Et-Ph 


He 


H 


1-146 


H 


NHg 


2,4,6-triMe-Ph 


H 


Me 



3 0 aitiE#¥ 10-3078200 



9 — 354499 



1-147 


H 


NHo 


4-MeO-Ph 


CI 


H 


1-148 


H 




4-MeO-Ph 


Br 


H 


1-149 


H 


Li 


4-MeO-Ph 


CI 


Me 


1-150 


H 




2-F-4-Cl-Ph 


H 


Me 


1-151 


H 


NHg 


4-EtO-Ph 


CI 


H 


1-152 


H 


NHg 


4-MeS-Ph 


CI 


H 


1-153 


H 


NHo 


4-MeSO-Ph 


H 


Me 


1-154 


H 


NHo 

La 


4-EtS-Ph 


H 


Me 


1-155 


H 


NHo 

Li 


2,4-dlCl-Ph 


CI 


H 


1-156 


H 


NHo 

Li 


4-SH-Ph 


H 


Me 


1-157 


H 


NHo 

^i 


4-AcS-Ph 


H 


Me 


1-158 


3-F 


NHo 

Li 


4-MeO-Ph 


H 


Me 


1-159 


3-F 


NHo 

Li 


4-EtO-Ph 


H 


Me 


1-160 


3-F 


NHo 

Li 


3,4-diMe-Ph 


H 


Me 


1-161 


3-F 


NHo 

Li 


4-Cl-Ph 


H 


Me 


1-162 


3-F 


NHo 


4-F-Ph 


H 


Me 


1-163 


3-F 


NHo 

Li 


4-SH-Ph 


H 


Me 


1-164 


3-F 


NHo 

Li 


4-MeS-Ph 


H 


Me 


1-165 


3-F 


NHo 

£i 


4-EtS-Ph 


H 


Me 


1-166 


3-F 


NHo 

Li 


4-AcS-Ph 


H 


Me 


1-167 


3-Me 


NHo 

Li 


4-MeO-Ph 


H 


Me 


1-168 


3-Me 


NHo 

Lt 


4-EtO-Ph 


H 


Me 


1-169 


3-Me 


NHg 


3,4-diMe-Ph 


H 


Me 


1-170 


3-Me 


NHg 


4-Cl-Ph 


H 


Me 


1-171 


3-Me 


NHg 


4-F-Ph 


H 


Me 


1-172 


3-Me 


NH2 


4-MeS-Ph 


H 


Me 



^1 (o^^) 



3 1 



ffi|E#^ 10-3078200 



#^ 9—354499 





R 


r1 


r2 


r3 


r4 


# # 












1-173 


H 


NHFor 


4-MeS-Ph 


H 


Me 


1-174 


H 


NHAc 


4-MeS-Ph 


H 


Me 


1-175 


H 


NHPrn 


4-MeS-Ph 


H 


Me 


1-176 


H 


NHByr 


4-MeS-Ph 


H 


Me 


1-177 


H 


NHiByr 


4-MeS-Ph 


H 


Me 


1-178 


H 


NHVal 


4-MeS-Ph 


H 


Me 


1-179 


H 


NHiVal 


4-MeS-Ph 


H 


Me 


1-180 


H 


NHPiv 


4-MeS-Ph 


H 


Me 


1-181 


H 


NH(MeOCO) 


4-MeS-Ph 


H 


Me 


1-182 


H 


NH(EtOCO) 


4-MeS-Ph 


H 


Me 


1-183 


H 


NH(BzOCO) 


4-MeS-Ph 


H 


Me 


1-184 


H 


NHCAcOCHg) 


4-MeS-Ph 


H 


Me 


1-185 


H 


NHCPrnOCHg) 


4-MeS-Ph 


H 


Me 


1-186 


H 


NHCMeOCOOCHg) 


4-MeS-Ph 


H 


Me 


1-187 


H 


NH(Et0C00CH2) 


4-MeS-Ph 


H 


Me 


1-188 


H 


NH r(5-Me-2-^3FV-l ,3- 


4-MeS-Ph 


H 


Me 


1-189 


H 


NH[(5-Ph-2-t^Fy-l,3 


4-MeS-Ph 


H 


Me 



[0 0 4 6] 

m2 



it^m R R^ r^ r"* 



mtiE#¥ 10-3078200 



9 — 354499 



2-1 


H 


Me 


Ph 


H 


H 


2-2 


H 


Me 


Ph 


H 


Me 


2-3 


H 


Me 


4-F-Ph 


H 


H 


2-4 


H 


Me 


4-F-Ph 


F 


H 


2-5 


H 


Me 


4-F-Ph 


CI 


H 


2-6 


H 


Me 


4-F-Ph 


Br 


H 


2-7 


H 


Me 


4-F-Ph 


I 


H 


2-8 


H 


Me 


4-F-Ph 


Me 


H 


2-9 


H 


Me 


4-F-Ph 


Et 


H 


2-10 


H 


Me 


4-F-Ph 


Pr 


H 


2-11 


H 


Me 


4-F-Ph 


H 


Me 


2-12 


H 


Me 


4-F-Ph 


H 


Et 


2-13 


H 


Me 


4-F-Ph 


H 


Pr 


2-14 


H 


Me 


4-F-Ph 


H 


Bu 


2-15 


H 


Me 


4-F-Ph 


R 


cPr 


2-16 


H 


Me 


4-F-Ph 


H 


Ph 


2-17 


H 


Me 


4-F-Ph 


H 


CHgPh 


2-18 


H 


Me 


4-F-Ph 


H 


CHFg 


2-19 


H 


Me 


4-F-Ph 


H 


CFg 


2-20 


H 


Me 


4-MeO-Ph 


H 


H 


2-21 


H 


Me 


4-MeO-Ph 


Me 


H 


2-22 


H 


Me 


4-MeO-Ph 


H 


Me 




H 

il 


Me 


4-Cl-Ph 


H 


H 


2-24 


H 


Me 


4-Cl-Ph 


Me 


H 


2-25 


H 


Me 


4-Me-Ph 


H 


H 


2-26 


H 


Me 


4-Me-Ph 


Me 


H 


2-27 


H 


Me 


4-Me-Ph 


H 


Me 


2-28 


H 


Me 


3-Cl -4-F-Ph 


H 


H 



3 3 ffilE^^^ 10-3078200 



9—354499 



2-29 


H 


Me 


3-Cl-4-F-Ph 


H 


Me 


2-30 


H 


Me 




H 


H 


2-31 


H 


Me 




H 


Me 


2-32 


H 


Me 


3-Cl-4-MeO-Ph 


H 


H 


2-33 


H 


Me 


3-Cl-4-MeO-Ph 


H 


Me 


2-34 


H 


Me 


4-CF3-Ph 


H 


H 


2-35 


H 


Me 


4-CF30-Ph 


H 


H 


2-36 


H 


Me 


4-CHF20-Ph 


H 


H 


2-37 


H 


Me 


4-CHF20-Ph 


Me 


H 


2-38 


H 


Me 


3-F-4-MeO-Ph 


H 


H 


2-39 


H 


Me 


3-F-4-MeO-Ph 


H 


Me 


2-40 


H 


Me 


3-Me-4-MeO-Ph 


H 


H 


2-41 


H 


Me 


3-Me-4-MeO-Ph 


H 


Me 


2-42 


H 


Me 


3,4-diF-Ph 


H 


H 


2-43 


H 


Me 


3,4-diF-Ph 


H 


Me 


2-44 


H 


Me 


2,4-diF-Ph 


H 


H 


2-45 


H 


Me 


2,4-diF-Ph 


H 


Me 


2-46 


H 


Me 


3,4-diMe-Ph 


H 


H 


2-47 


H 


Me 


3,4-diCl-Ph 


H 


H 


2-48 


H 


Me 


3,4-diCl-Ph 


H 


Me 


2-49 


H 


Me 


3,4-di(MeO)-Ph 


H 


H 


2-50 


H 


Me 


3,4-di(MeO)-Ph 


H 


Me 


2-51 


H 


Me 


4-F-Ph 


H 


CHgOH 


2-52 


H 


Me 


4-F-Ph 


H 


CHgOMe 


2-53 


H 


Me 


4-MeO-Ph 


H 


CH9OH 


2-54 


H 


Me 


4-MeO-Ph 


H 


CHgOMe 


2-55 


H 


Me 


4-Cl-Ph 


H 


CHgOH 


2-56 


H 


Me 


4-Cl-Ph 


H 


CHgOMe 


2-57 


H 


Me 


4-Me-Ph 


H 


CHgOH 



3 4 ffilE#¥ 10-3078200 



9 — 354499 



2-58 


H 


Me 


4-Me-Ph 


E 


CH20Me 


2-59 


H 




Ph 


H 


H 


2-60 


H 


NHg 


Ph 


H 


Me 


2-61 


H 




Ph 


Me 


H 


2-62 


H 




4-F-Ph 


H 


H 


2-63 


H 


NH2 


4-F-Ph 


H 


Me 


2-64 


H 


NH2 


4-F-Ph 


Me 


H 


2-65 


H 


NH2 


4-F-Ph 


H 


Et 


2-66 


H 


NH2 


4-F-Ph 


H 


Pr 


2-67 


H 


NH2 


4-F-Ph 


H 


Bu 


2-68 


H 


NH2 


4-F-Ph 


H 


cPr 


2-69 


H 


NH^ 


4-F-Ph 


H 


Ph 


2-70 


H 




4-F-Ph 


H 


CH2Ph 


2-71 


H 


NH, 


4-F-Ph 


H 


CHF2 


2-72 


H 




4-F-Ph 


H 


CF3 


2-73 


H 




4-MeO-Ph 


H 


H 


2-74 


H 


NH2 


4-MeO-Ph 


H 


Me 


2-75 


H 


NH2 


4-MeO-Ph 


H 


Et 


2-76 


H 


NH2 


4-MeO-Ph 


Me 


H 


2-77 


H 


NHg 


4-EtO-Ph 


H 


H 


2-78 


H 


NHg 


4-EtO-Ph 


H 


Me 


2-79 


H 


NH2 


4-EtO-Ph 


Me 


H 


2-80 


H 


NH2 


4-PrO-Ph 


H 


Me 


2-81 


H 




4-MeS-Ph 


H 


H 


2-82 


H 


NH, 


4-MeS-Ph 


H 


Me 


2-83 


H 


NH2 


4-MeS-Ph 


Me 


H 


2-84 


H 


NH2 


4-Cl-Ph 


H 


H 


2-85 


H 


NH2 


4-Cl-Ph 


H 


He 


2-86 


H 


NH2 


4-Cl-Ph 


Me 


H 



3 5 miE#¥ 10-3078200 



9 — 3 5 4 4 9 9 



2-87 


H 




4-Me-Ph 


H 


H 


2-88 


H 




4-fIe-Ph 


Me 


H 


2-89 


H 


NHg 


4-Me-Ph 


H 


Me 


2-90 


H 


NHg 


4-Et-Ph 


H 


H 


2-91 


H 


NHg 


4-Et-Ph 


H 


Me 


2-92 


H 


NHg 


4-Et-Ph 


He 


H 


2-93 


H 


Nflg 


4-iPr-Ph 


H 


Me 


2-94 


H 


NHg 


3-Cl-4-F-Ph 


H 


H 


2-95 


H 




3-Cl-4-F-Ph 


H 


Me 


2-96 


H 




3-Cl-4-F-Ph 


Me 


H 


2-97 


H 


Li 




H 


H 


2-98 


H 




3,4-;ilfl/>S/**af$'-Ph 


H 


Me 


2-99 


H 




3-Cl-4-MeO-Ph 


H 


H 


2-100 


H 




3-Cl-4-MeO-Ph 


H 


Me 


2-101 


H 


La 


3-Cl-4-MeO-Ph 


Me 


H 


2-102 


H 


NH, 

Li 


4-CFo-Ph 

o 


H 


Me 


2-103 


H 


NHo 


4-CHFoO-Ph 

Li 


H 


Me 


2-104 


H 




4-CF30-Ph 


H 


Me 


2-105 


H 


Li 


2-F-4-MeO-Ph 


H 


Me 


2-106 


H 


Lt 


3-F-4-MeO-Ph 


H 


Me 


2-107 


H 


Lt 


3-F-4-MeO-Ph 


Me 


H 


2-108 


H 


Li 


3-Me-4-MeO-Ph 


H 


H 


2-109 


H 


NH, 

£i 


3-Me-4-MeO-Ph 


H 


Me 


2-110 


H 


NHo 

Ci 


3-Me-4-MeO-Ph 


Me 


H 


2-111 


H 


NHg 


3,4-diF-Ph 


H 


H 


2-112 


H 


NHg 


3,4-diF-Ph 


H 


Me 


2-113 


H 


NH2 


3,4-diF-Ph 


Me 


H 


2-114 


H 


NH2 


2,4-diF-Ph 


H 


H 


2-115 


H 


NH2 


2,4-diF-Ph 


H 


Me 








3 6 


ffil 


Ei^¥l 0 



9 — 354499 



2-116 


H 




2,4-diF-Ph 


Me 


H 


2-117 


H 


NHg 


3,4-diMe-Ph 


H 


H 


2-118 


H 


NHg 


3,4-diMe-Ph 


H 


Me 


2-119 


H 


NHg 


3,4-diMe-Ph 


Me 


H 


2-120 


H 




2,4-diCl-Ph 


H 


H 


2-121 


H 


Li 


2,4-diCl-Ph 


H 


Me 


2-122 


H 




2,4-diCl-Ph 


Me 


H 


2-123 


H 




3,4-diCl-Ph 


H 


H 


2-124 


H 




3,4-diCl-Ph 


H 


Me 


2-125 


H 


La 


3,4-diCl-Ph 


Me 


H 


2-126 


H 


La 


3,4-di(MeO)-Ph 


H 


H 


2-127 


H 


La 


3,4-di(MeO)-Ph 


H 


Me 


2-128 


H 


La 


4-F-Ph 


H 


CHgOH 


2-129 


H 


La 


4-F-Ph 


H 


CHgOMe 


2-130 


H 


La 


4-MeO-Ph 


H 


CHgOH 


2-131 


H 


NHo 

Li 


4-MeO-Ph 


H 


CHgOMe 


2-132 


H 


Li 


4-Cl-Ph 


H 


CHgOH 


2-133 


H 


La 


4-Cl-Ph 


H 


CHgOMe 


2-134 


H 


NH, 

La 


4-Me-Ph 


H 


CHgOH 


2-135 


H 


NH, 

La 


4-Me-Ph 


H 


CHgOMe 


2-136 


H 




3,5-diCl-4-MeO-Ph 


H 


Me 


2-137 


H 


NHo 

La 


3,5-diMe-4-MeO-Ph 


H 


Me 


2-138 


H 




2,3-diCl-Ph 


H 


Me 


2-139 


H 


NHo 

Li 


3,5-diCl-Ph 


H 


Me 


2-140 


H 


NHo 

Li 


2,4,5-triMe-Ph 


H 


Me 


2-141 


H 


NHg 


3-cPnO-4-MeO-Ph 


H 


Me 


2-142 


H 


NHg 


3-CF3-4-Cl-Ph 


H 


Me 


2-143 


H 


NHg 


3-F-4-Me-Ph 


H 


Me 


2-144 


H 


NHg 


3-Me-4-Cl-Ph 


H 


Me 



3 7 mil#¥ 10-3078200 



g — 354499 



2-145 


H 




2,4-diMe-Ph 


H 


He 


2-146 


H 




4-OH-Ph 


H 


Me 


2-147 


H 




3,5-diMe-Ph 


H 


Me 


2-148 


H 


NHAc 


4-MeO-Ph 


H 


Me 


2-149 


H 


NHAc 


3,4-diMe-Ph 


H 


Me 


2-150 


H 




4-MeO-Ph 


H 


3-cPnO- 












4-MeO-Bz 


2-151 


H 




4-MeSO-Ph 


H 


Me 


2-152 


3-F 




4-MeO-Ph 


H 


Me 


2-153 


3-F 




4-EtO-Ph 


H 


Me 


2-154 


3-F 




3,4-diMe-Ph 


H 


Me 


2-155 


3-F 




4-Cl-Ph 


H 


Me 


2-156 


3-F 


Li 


4-F-Ph 


H 


Me 


2-157 


3-F 




4-SH-Ph 


H 


Me 


2-158 


3-F 


NHo 


4-MeS-Ph 


H 


Me 


2-159 


3-F 




4-EtS-Ph 


H 


Me 


2-160 


3-F 


NHo 


4-AcS-Ph 


H 


Me 


2-161 


3-Me 


NH2 


4-MeO-Ph 


H 


Me 


2-162 


3-Me 


NH2 


4-EtO-Ph 


H 


Me 


2-163 


3-Me 


NH2 


3,4-diMe-Ph 


H 


Me 


2-164 


3-Me 


NH2 


4-MeS-Ph 


H 


Me 



^2 (O^^) 

\\,^m R R^ R^ R"* 

2-165 H NHFor 4-MeO-Ph 

2-166 H NHPrn 4-MeO-Ph 

3 8 



H Me 
H Me 

miE#¥ 10-3078200 



—354499 



2-167 


H 


NHByr 


4-MeO-Ph 


H 


Me 


2-168 


H 


NHiByr 


4-MeO-Ph 


H 


Me 


2-169 


H 


NHVal 


4-MeO-Ph 


H 


Me 


2-170 


H 


NHiVal 


4-MeO-Ph 


H 


Me 


2-171 


H 


NHPiv 


4-MeO-Ph 


H 


Me 


2-172 


H 


NH(MeOCO) 


4-MeO-Ph 


H 


Me 


2-173 


H 


NH(EtOCO) 


4-MeO-Ph 


H 


•Me 


2-174 


H 


NH(BzOCO) 


4-MeO-Ph 


H 


Me 


2-175 


H 


NH(AcOCH,) 


4-MeO-Ph 


H 


Me 


2-176 


H 


NHCPrnOCHg) 


4-MeO-Ph 


H 


Me 


2-177 


H 


NH(MeOCOOCH«) 

Li 


4-MeO-Ph 


H 


Me 


2-178 


H 


NH(EtOCOOCH„) 


4-MeO-Ph 


H 


Me 


2-179 


H 


NH[(5-Me-2-t^V-l,3- 


4-MeO-Ph 


R 


Me 






5'*^2|fVI/>-4->()I/)CHJ 

Li 








2-180 


H 


NH[(5-Ph-2-f^y-l,3- 


4-MeO-Ph 


H 


Me 






$^*^2|fVl/>-4-^n/)CHJ 

Li 








2-181 


H 


NHFor 


4-EtO-Ph 


H 


Me 


2-182 


H 


NHAc 


4-EtO-Ph 


H 


Me 


2-183 


H 


NHPrn 


4-EtO-Ph 


H 


Me 


2-184 


H 


NHByr 


4-EtO-Ph 


H 


Me 


2-185 


H 


NHiByr 


4-EtO-Ph 


H 


Me 


2-186 


H 


NHVal 


4-EtO-Ph 


H 


Me 


2-187 


H 


NHiVal 


4-EtO-Ph 


H 


Me 


2-188 


H 


NHPiv 


4-EtO-Ph 


H 


Me 


2-189 


H 


NH(MeOCO) 


4-EtO-Ph 


H 


Me 


2-190 


H 


NH(EtOCO) 


4-EtO-Ph 


H 


Me 


2-191 


H 


NH(BzOCO) 


4-EtO-Ph 


H 


Me 


2-192 


H 


NHCAcOCHg) 


4-EtO-Ph 


H 


Me 


2-193 


H 


NHCPrnOCHg) 


4-EtO-Ph 


H 


Me 



3 9 mfiE#¥ 10-3078200 









—354499 






2-194 


H 


NHCMeOCOOCHg) 


4-EtO-Ph 


H 


Me 


2-195 


H 


NHCEtOCOOCHg) 


4-EtO-Ph 


H 


Me 


2-196 


H 


•NH[(5-Me-2-*3fV-l,3- 


4-EtO-Ph 


H 


Me 














2-197 


H 


NH[(5-Ph-2-m-l,3- 


4-EtO-Ph 


H 


Me 














2-198 


H 


NHFor 


3,4-diMe-Ph 


H 


Me 


2-199 


H 


NHPrn 


3,4-diMe-Ph 


H 


Me 


2-200 


H 


NHByr 


3,4-diMe-Ph 


H 


Me 


2-201 


H 


NHiByr 


3,4-diMe-Ph 


H 


Me 


2-202 


H 


NHVal 


3,4-diMe-Ph 


H 


Me 


2-203 


H 


NHiVal 


3,4-diMe-Ph 


H 


Me 


2-204 


H 


NHPiv 


3,4-diMe-Ph 


H 


Me 


2-205 


H 


NH(MeOCO) 


3,4-diMe-Ph 


H 


Me 


2-206 


H 


NH(EtOCO) 


3,4-diMe-Ph 


H 


Me 


2-207 


H 


NH(BzOCO) 


3,4-diMe-Ph 


H 


Me 


2-208 


H 


NHCAcOCflg) 


3,4-diMe-Ph 


H 


Me 


2-209 


H 


NHCPmOCHg) 


3,4-diMe-Ph 


H 


Me 


2-210 


H 


NHdleOCOOCHg) 


3,4-diMe-Ph 


H 


Me 


2-211 


H 


NHCEtOCOOCHg) 


3,4-diMe-Ph 


H 


Me 


2-212 


H 


NH[(5-Me-2-*^fV-l,3- 


3,4-diMe-Ph 


H 


Me 














2-213 


H 


NH[(5-Ph-2-*5pV-l,3- 


3,4-diMe-Ph 


H 


Me 















Butt, -^r^jv^mL. 
Byr It. y^U;i/S:^L, 



4 0 



aiIiE#¥ 10-3078200 



f^s^ 9 — 3 5 4 4 9 9 



iByrtt, >r V U 

For li. 3jx;i/$;V$:^L. 

Piv it. tTAn-f ;i/S::^b> 
cPn (d;, i/i^U^y'^J]y^^h. 

cPr li, i/i^UZ^U}^JV^^h. 

iPr li, >ry:/nbf;i/$:^L/, 
Prn li. ^nfcf:*-n;i/$:^L, 

Val It. AUV JV^^-to 
[0 0 4 7] 

±mm^. Miz0tv\^^'it^mtvxit. 

1) 3 2 - (4 -^^;i/:7 -i- (4 -x;!/^ t^^;^:7 

2) 4-;>i^;i/-2- (4 -:)i^;i/:7 3i— -i - (4 -x;i/7t^^;i/-7 

3) 1- {4-z7jvy$-uy3u—;v) -z - (4 -;^.;i/:7T^^;v:7ai— fcf 
n-;i/. 

4) 1- (4 -:7;b;rn:7ai:^;i/) - 4 2 - (4 -:;^;i/:7 t^-i';^ 

5) 5 -:7;ix:tn - 1 - (4 -7;i/5ra 7 - 2 - (4 

6) 2- (4-:^h^tyy3L—;v) -4->i^;i/-i- (4 t^^;i/ 

7) 1- (A-:^ h^iyy^L—jv) - 4 2 - (4 -;:^;i/:7 T^>f ;v 

4 1 ffitiE^¥ 10-3078200 



9 — 354499 



8) 4-x^;i/-2- (4 h^>>:7x— -i- (4 - xjvy r=^^ ;v 

9) 2- (4 -^^ nn37x— - 4 i - (4 -7.;]yy r=^^ jvz^ 

10) 4-pi^;i/-2- (4 ^'ai— - i- (4-x;i/:7t^ 
1 1) 2- (4 -01 hdp^>:7in;i/) -4-^5^;i/-i- (4 -x;i/>'T^>f 

12) 2- (4 -pt h^i/- 3 ;b) -4-^^;i/-l- (4 - 

13) 2- (3 -:7;i/:tn- 4 -;>t h^^/^ji— ;i/) - 4 1 - (4 

14) 4 2 -7 31— 1 - (4 -x;i/:7r ^>r;^>'3i— ;i/) tfa 
-;k 

15) 2- (3, 4-t:^:^^;vy3i—;v) -4-:^^)V-i- (4-x;I/>'t 

16) 2- (3 -^nn-4 h:3riy7i — ;b) -4-^^;v-i- (4- 

x;u7T^'f ;i/7ai— ;i/) trn-;K 

17) 4-^^;u-i- (4 -;i^;i/^;r:7ai— ;i/) -2 - (4-x;1/:7t^ 
;i/7aL:^;i/) t°a-;K 

18) 5-^5^nn-i- {4 h^i/y 3L=-;v) -2- {4 -y.)vyr=e^ 
)vy3^—)V) ifn-;K 

19) 1- (3, 4-t;^':ii^jiy3^—jv) -4-^^;i/-2- i4-y.;vyT 
jvy ifn-;K 

20) 5-^'nn-l- (4 -a: h:3pi/7i:^;i/) -2- (4-x;i/77^>f 

;v7 3i::^;i/) trn-;i/. 

21) s-^'nn-i- (4 -^^;i/5^;!f-7 3i— ;i/) -2- (4-x;i/7t^ 
^;i/:7ac^;i/) tfn-;K 

4 2 ailiE#¥ 10-3078200 



i^Ap 9 — 3 54 4 9 9 



2 2) 1- (4 -ai^;i/5^:t>'3:— -4-^^;i/-2- (4-:^>n/:7y^ 

2 3) 2- (3, 5 -e;?^^;i/7a::^;i/) -4-^5^;i/-l- (4-x;i/>'y 
^>r;v7x— ;i/) ifn-;K 

24) 1- (4 -^;v:;!3:/h7ai:^;i/) -4-^^;i/-2- (4-x;i/>'t^ 

2 5) 1- (4 -r'^^)V^:ty 3L — )V) - A - 2- {A-7s)\/yr 

^>f ;v 7 X :=-;!/) ferD-;K 

2 6) 1- (4 -T-fe^;bT^ y ;b7ain;i/) -4-^5^;i/-2- ( 

4 h:3p$/'7ai^;i/) tfn-;K S.t>' 

2 7) 1- {A-r-^f-fir^ J 3L~)\/) -4-:f^^JV-2- ( 

3, 4 -i/^^^;v7 3i— ;y) tfn-;i/ 

T'^ y , #{C^f ^ b < -LIB, 2), 6). 9), 10), 11), 12), 
13), 15), 17), 2 6), 2 7) ©fb-^^T'^y, «^^f*L<l±, 1 
1), 15), 1 7), 2 6), 27) (Dit^m-Ti^^. 
[0 0 4 8] 

[0 0 4 9] 

\^<\t^^nv -^m^ \z J: S M P^^X li^M h < li^M^ {c i: § #^ 

4 3 ffiliE#¥ 10-3078200 
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; nu^ K^>y ;57 ; i^-i^'M.. ^^m<D^o^J^V y ^ xM ; mm ; Ti;>^if > 

-^icii, ^AlcMbT 1 H&feU, TPSilbTO. Olmg/kg (^f^L<li 
0. 1 mg/k g) . JiRSi: LT, 5 0 m g / k g (^f ^ b < » 1 0 m g / k g 

(Z)^-^tCli, fi^AlcMbT 1 H^7S:»;. Tl^ilbTO. OOlmg/kg (^f^ 
L<1±0. 0 1 mg/k g) . ±RS^bT. 1 Omg/k g (^f ^ b<li5mg 
/kg) 1 iaX»i5tIlIJC:«-t'j-T, jS^^fC^SCTS-^-rsr bv^o 
[0 0 5 0] 

4 4 ffilE#¥ 10-3078200 



i|f 9 — 3 54499 



[0 0 5 1] 

mmm 1 1 

18 0ilJ!a$:l X 1 0^ m^ULtco 

nmt^mt. 0. 5%:;!j;i/7K^>>^5^;i/-fe;i/n-x (cmc) ^mmMM^ 

mmm?smt. r^^ic^^vx, i^m^^B^ommmmmmm (gi%) r-fp^ 

GI (%) = (l-A/B) X 100 

A : ^t^mn^mcD 7 h a ( * ) 

B : M^Oifi^mii® 7 H B (D^i^mmi^m ( * ) 
* 1/2 X mmMmi x ^ $:v^e> = 

[0 0 5 2] 
[0 0 5 3] 

[*3] 



^mt^m (m g / k g ) 


GI (%) 


(1) 1 


5 4 



S^^^'fb-a-ti (1) : 2 - (3, 4 -i^'^^;i/'7ain;i/) -4-^5^;i/-i- ( 

[0 0 5 4] 

iff 1 0E®Balb/c5?- Fv:7>^ (jBitt. 73lifi&) Sr^ffi :7-^ (X. Fu 

4 5 ailE#¥ 10-3078200 



#^ 9—354499 



et al., Anticancer Res., 12 (1992)) <D:^m^^\^X. Hhi^M^KMl 2- 
[0 0 5 5] 

^mt^i^it. 0. 5%^;P7j<^S/jt5^;i/-fe;i/n-x (cmc) ^mM.mM^ 

1 0 B-fy^h^m^i 3 BtxtfQmmon^Lf^. 
mmmmmt. 3m^i4=B^(Dm^mAmmm (gi%) xw 

G I (%) = ( 1 - A* /B* ) X 10 0 

A' : it^mn^mo) 1 4 H a (D^mmmm^ 
B ' : 4s^g?ttMi¥® 1 4 B g (D^mmmmm. 

[0 0 5 6] 

[^4] 



mmt-^m ig#*(mg/kg) gi (%) 



( 1) 0.3 12 

1 3 5 

3 4 5 

10 5 9 



^4 i;y^e>7b^^j:e)ic, Tfcj^M^^ii, \iv±m^mmo)mm^nm^m'^ 

file feV^T^IIS^JL fee 



4 6 
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#5p 9 — 3 54499 

[0 0 5 7] 

(Dm-^m^mmiy^ sEm^yi<y':^'^-^'^^y^i^^xLx. loo mgcDm^^^ 

[0 0 5 8] 

^^tCt^oT> 100 mg^'fb-^^l . 0.2 mg(D3n-f Ftt— MffcS^. 5 mg© 

:^'rr^)ym'^^'^iy^2^> 275 ii mg (D'ry':fy:Bt. 

[0 0 5 9] 
[0 0 6 0] 

1.5 mA% (Dit^m 5:, io^a% ©:/nif i/>iJ^y n-;i/tti-^m#l/. ^Xv^ 

[0 0 6 1] 

5 mlc^lC, 100 mg^^ML/fc-fb-^ifej . 100 mg®:^ h U ^7 A;?7;V/}<^ 

^;i/-fe;i/n->^, 5 mg©^S§®E:^ h U '^a, i.o g ©y;i/tf (H* 

[0 0 6 2] 

[^^®^m] 

ffi^=E^;l'^$:^BMbfc#-^^CfeV^TtJ. > • N □ (in vitro) iCTif JilJa 

4 7 a5ll4#¥ 10-30 7 8200 
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[>fbi] 




SOzRi 



f) (II) 

R : H. J\U^y. T;i/=3p;i/ ; r1 : T;i/=3r;i/, NHg , -NHR* ; R^ : < 
A>;5:0*<B>T'eil»r® ; R^ : H, 7Nn>5f>, <A>"T?M^pr®T 

;i/:^r;i/ ; R^ : H, T;i/=^r;K <A>-eg^nr(DT;i/^;K t/^ur^v^jv^ < 

<A>:OH. /\n¥y. t;i/=i^s/. T;i/#;i/5^;r, 
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mmxitmrn^ 
[&,^xit^m^ 
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100096666 
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